Post transplant lymphoproliferative disorder (PTLD) Autologous hematopoetic stem cell transplant (AHSCT) Renal transplant a b s t r a c t Extramedullary plasmacytoma in a post renal transplant recipient is an extremely rare type of post transplant lymphoproliferative disorder (PTLD) which warrants significant reduction in immunosuppressive therapy leading to increased risk of rejections and even graft loss. We describe a 49 year old male patient who after 14 years of renal transplant presented with extramedullary plasmacytomas in pancreas, gums, subcutaneous tissue and transplant kidney. He was treated with high dose melphalan followed by rescue autologous hematopoetic stem cell transplant and concurrent reduction in immunosuppression following which he achieved complete remission maintained on 5 years of follow up with astable allograft function. This case, to best of our knowledge is first case to be successfully managed with a rescue autologous hematopoetic stem cell transplant in a renal transplant patient with multifocal extramedullary plasmacytomas.
Introduction
The incidence of PTLD is 1.5% in solid organ transplant recipients, least noted in renal transplant recepients (<1%). 1 Plasma cell dyscrasia, a type of PTLD, is extremely rare amounting to less than 4% of all PTLDs. 2 As with all other PTLDs, the initial management includes significant reduction in immunosuppression followed by use of chemotherapeutic agents similar to that used in immunocompetent patients. 3 Immunosuppression reduction predisposes to allograft rejections and even graft loss making management of such patients difficult.
We describe a case of successfully treated multifocal extramedullary plasmacytoma in renal transplant recipient with reduction in immunosuppression, high dose melphalan followed by rescue autologous hematopoetic stem cell transplantation. Our patient not only achieved complete remission but also remained in sustained remission for 5 years with stable allograft function. Successful AHSCT in kidney transplant recipient is rarely done and our case would be the first such reported case in Indian literature.
2.
Case report 49 year old male patient underwent an unrelated living donor kidney transplant in 1994. He did not receive induction immunosuppression and was put on Prednisolone, Cyclosporine and Azathioprine. The post operative course was uneventful and he followed up in OPD with stable allograft function. 14 years post transplant in July 2008, patient presented with gingival enlargement, epigastric mass and rapidly developing multiple subcutaneous swellings on neck and back. There was no history of antecedent febrile episode prior to these complaints. General examination showed normal vitals with multiple soft, non tender lumps over the neck and back. There was significant gingival hypertrophy with no other systemic features attributable to cyclosporine toxicity. Systemic examination revealed a firm, non tender, epigastric, immobile mass with no organomegaly or lymphadenopathy.
Hemogram showed Hb 9 mg/dl, TLC 8700/mm 3 , Platelets 2 lacs/mm 3 . Renal function tests showed a rise in creatinine to 2.9 mg/dl from previous levels of 1.4 mg/dl. Ultrasound abdomen showed a lobulated mass of size 1.8 Â 2.5 cm involving the body of pancreas. Another soft tissue mass was seen in right lower pole of transplanted kidney in right iliac fossa with multiple nodular deposits in retroperitoneum. These findings were confirmed on MRI abdomen and pelvis. EBV DNA by PCR was done to rule out active EBV replication showed undetectable viral copies. USG guided FNAC specimens were obtained from the pancreatic, gingival and subcutaneous masses. Histopathology showed the presence of plasma cells with Dutcher's bodies confirming the masses as plasmacytomas (Fig 1) . Hematology consultation was sought who advised serum free light chain assay and skeletal survey which was normal. Bone marrow aspiration showed only of 2% plasma cells with no evidence of plasmacytomas. Thus, diagnosis of Extramedullary plasmacytoma post renal transplant was arrived at and immediately Cyclosporine (300 mg bd) was reduced to half dose (150 mg bd) while Azathioprine (120 mg) and Prednisolone (10 mg) were continued at same dose. In consultation with hematology e oncology services, 6 cycles of chemotherapy consisting of Bortezomib and Dexamethasone were given. Following this serum creatinine decreased to 1.4 mg/dl. PET CT scan however revealed persistent metabolically active lesions in right hemimandible and lower pole of transplant kidney (Fig 2) .
Persistence of metabolically active lesions despite chemotherapy prompted us to do rescue autologous hematopoetic stem cell transplant. Initial peripheral blood stem cell harvest after 4 days of inj G-CSF 10 mg/kg for 4 days yielded poor result. Repeat harvest was attempted after giving inj cyclophosphamide 3 g/m 2 and inj G-CSF 10 mg/kg for 4 days. Inj Melphalan 140 mg/m 2 was given one day prior to AHSCT and stem cell harvestcontaining MNC 8.23 Â 10 8 /kg and CD 34 þ cells 1.63 Â 10 6 /kg was transfused. Patient showed engraftment on Day 11 with ANC >500/mm 3 for consecutive 3 days after which G CSF was omitted. His maintenance immunosuppressants at reduced doses e cyclosporine 150 mg bd, Azathioprine 120 mg daily, and prednisolone 10 mg were continued. PET CT repeated on Day 90 showed complete resolution of the previous metabolically active lesions (Fig. 3 ). Hence, maintenance immunosuppression was gradually increased to pre PTLD doses by post engraftment Day 150. Patient has been following up with yearly PET CT for past five years ( Fig. 4) with sustained complete remission and stable allograft function with serum creatinine of 1.9 mg/dl.
Discussion
PTLD can develop as a consequence of poor immune surveillance, susceptibility to viral infections (especially EBV), chronic antigenic stimulation due to presence of foreign allograft antigens, cytokines like IL-6, IL-10 and immunosuppresion effect of drugs in recipients of solid organ transplants. 4 These disorders range from reactive, polyclonal plasmacytic hyperplasia to those that are morphologically and genotypically indistinguishable from typical non-Hodgkin's lymphomas. 5 In some case reports, myeloma and polymorphic PTLD have been reported in <2 months to 15 years following solid organ transplant. In a large series of PTLD after renal transplants, the incidence of myeloma was reported as 0.2%. 6 We report possibly the first case of multifocal extramedullary plasmacytoma which presented after 14 years of renal transplantation. In literature we found cases of post transplant extramedullary plasmacytoma, however none had multiple lesions. 7 Although most reported plasma cell myeloma PTLD cases have localized collections of plasma cells and bone marrow involvement, other clinical findings of Fig. 1 e Histopathology images showing Plasma cells in FNAC specimens from gums and skin lesions.
i n d i a n j o u r n a l o f t r a n s p l a n t a t i o n 9 ( 2 0 1 5 ) 3 0 e3 3 i n d i a n j o u r n a l o f t r a n s p l a n t a t i o n 9 ( 2 0 1 5 ) 3 0 e3 3 typical plasma cell myeloma such as lytic bone lesions and hypercalcemia were frequently absent. Hence, a high index of suspicion is required for timely diagnosis and treatment. The prognosis of post transplant plasma cell dyscrasia is not well known, but may have poor outcomes compared with other PTLDS. Response to bortezomib for treatment of extramedullary plasmacytoma is 40e50%. 7 Renal failure is not uncommon and could result from rejection in renal transplant recipients following reduction or stoppage of immunosuppressive drugs or may be secondary to renal effects of lesions. The twin goals of efficient treatment of malignancy for complete remission and to maintain renal graft function are to be achieved. High dose chemotherapy with autologous stem cell transplantation is becoming a treatment of choice in treating refractory malignancies especially myelomas in younger patients in non transplant settings 8, 9 but no data currently is available in renal transplant settings.
In our case not only were the extramedullary plasmacytomas multifocal unlike previously reported cases it also did not respond to conventional immunosuppression reduction and Bortezomib. In India rescue autologous hematopoetic stem cell transplant is not often done for treatment of plasma cell dyscrasias and that too in renal transplant settings is a rarity. Our case is unique and first reported in Indian medical literature where multifocal extramedullary plasmacytoma completely responded to AHSCT and patient remained in complete remission for 5 years with a stable renal graft function.
Hence, High dose chemotherapy followed by AHSCT could definitely be used to achieve complete remission in Bortezomib refractory plasmacytomas presenting as PTLDS in renal transplant settings and preserving renal graft function.
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